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Toxic Epidermal Necrolysis-Like Systemic Lupus Erythematosus
Megan Jones-Sheets DO, Tanya Ermolovich DO, and Hina Sheikh MD
Lehigh Valley Health Network, Allentown, Pa.

History of Present Illness: The patient presents with a photo-distributed rash
and oral swelling after starting mycophenolate mofetil for systemic lupus
erythematosus. Associated symptoms include fever, chills, confusion, right knee
pain and swelling, decreased urination, abdominal pain, and diarrhea.
Medical History/Surgical History: Systemic lupus erythematosus, sickle cell
trait, iron deficiency anemia, adjustment disorder with depressed mood
Family History: Sister with systemic lupus erythematosus
Medications: Quetiapine, amlodipine, famotidine, lisinopril, ferrous gluconate
Previous Treatments: Mycophenolate mofetil and prednisone taper
Current Treatment: Discontinuation of mycophenolate mofetil, azathioprine
150 mg daily, hydroxychloroquine 400 mg nightly, prednisone taper, triamcinolone
0.1% cream
Physical Examination: Discrete tense bullae and denuded skin on a background
of erythema in a photo-distributed pattern(Figure 1). Hemorrhagic crusting of oral
mucosa and penile meatus.
Laboratory Data: ANA 1:640, speckled pattern. Anti ds-DNA, RNP, Smith,
mitochondrial, and smooth muscle antibodies were positive. C3 25 mg/dL (90-180),
C4 6.6 mg/dL (10-40), hemoglobin 8.8 g/dL (12.5-17.0), hematocrit 27.2% (37.048.0), ALT 64 U/L (<56), AST 88 U/L (<41), creatinine 1.12 mg/dL (0.53-1.30),
ESR 35 mm/hr (0-15), thiopurine methyltransferase 20.5 u/mL (24-44)
Studies: Urinalysis (7/6/2019): 100-499 protein mg/dL (negative)
Biopsy: Health Network Laboratories (S19-34006, 7/6/2019) Left arm: “Preserved
surface scale and full thickness epidermal necrosis. Necrosis of a hair follicle
epithelium/sebaceous gland. There is no associated inflammation…on higher
power, rare vacuolar injury in basal epidermis…colloidal iron highlights increased
dermal mucin.”
Left arm direct immunofluorescence: “Discontinuous weak granular IgM and IgA
deposition along the basement membrane zone. Continuous strong granular C3
deposition along the basement membrane zone.” (Figures 2 and 3)
Health Network Laboratories (S19-34393, 7/9/2019) Left renal biopsy: mesangial
proliferative lupus nephritis class II.
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Table 1. Differentiating factors for bullous dermatoses in the setting
of SLE.
Disorder
TEN-like
SLE

Clinical presentation

Histopathology

Initially photo distributed tense bullae
and skin sloughing +/- mucous
membrane involvement >30% BSA

Pauci-inflammatory subepidermal
May have granular
bullae, full thickness epidermal
IgG, IgM, and/or C3
necrosis, dyskeratotic keratinocytes+/and the DEJ
interface dermatitis and dermal mucin

Tense bullae on sun-exposed skin +/Bullous SLE
Mucous membrane involvement

Subepidermal bullae with neutrophils

DIF

Linear or granular
IgG, IgM, IgA, and
C3 at DEJ

Rowell
Syndrome

Subepidermal bullae, necrotic
Discoid or subacute lupus-like lesions.
keratinocytes, mild lymphocytic
EM-like lesions.
infiltrate at DEJ

Negative

TEN

Diffuse bullae and epidermal sloughing
Full thickness epidermal necrosis,
>30% BSA
sparse lymphocytic infiltrate
Severe mucous membrane involvement

Negative
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Figure 1. Discrete tense bullae and denuded skin
on a background of erythema in a photo-distributed
pattern
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Diagnosis: Toxic Epidermal Necrolysis-like Systemic Lupus
Erythematosus
TEN-like SLE is a rare manifestation of systemic lupus erythematosus with less
than 50 cases reported. The presence of bullae, skin denudation, and full
thickness epidermal necrosis make it difficult to distinguish from severe
cutaneous adverse reactions such as Stevens-Johnson syndrome and toxic
epidermal necrolysis. Rarely, TEN-like SLE is drug induced.
Clinically, it manifests as bullae with denudation of skin in the setting of a
systemic lupus erythematosus flare. Initially, the eruption involves sun exposed
skin but may spread to involve photo-protected sites. It may involve mucous
membranes making it difficult to distinguish from other bullous dermatoses
that may occur in SLE such as TEN, bullous SLE, and Rowell syndrome
(Table 1).
The pathogenesis involves increased interleukins 6 and 10, upregulation
of FAS and FAS-FAS ligand interactions, and cytotoxic T cell induced
inflammatory cascade amplification. Exposure to ultraviolet light causes
apoptosis of the epidermis which increases levels of the chemokine CCL27
and activates autoimmune T cells and plasmacytoid dendritic cells.
First line treatment is systemic corticosteroids with or without hydroxychloroquine,
IVIG, mycophenolate mofetil, or cyclosporine. A review by Romero et.al found
that a new medication may have caused TEN-like SLE in 67% of cases
(n=41). Although mycophenolate mofetil is low risk for adverse cutaneous
reactions and used for management of TEN-like SLE, it was the causative
agent in one case.
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Figure 2. (H&E, 2x) Punch biopsy of the left upper
arm shows a pauci-inflammatory subepidermal split.
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Figure 3. (H&E, 10x) Punch biopsy of left upper arm
shows a basket weave stratum corneum and full
thickness epidermal necrosis with dyskeratotic
keratinocytes.
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